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We have identified and characterized an anti-human renin monoclonal 
antibody Rl-20-5 that is selective for human active renin. Rl-20-5 binds 
active renin with a dissociation constant (Kd) of 2.5 x 10(-7) M/l and 

inhibits renin enzymatic activity with an inhibitory constant (IC50) of 1.4 x 10(-8) M/l. Rl-20-5 competes with a 
synthetic renin inhibitor for binding with renin, demonstrating further that it is binding to or close to the active 
site.This antibody does not bind prorenin in human plasma or recombinant prorenin expressed by L-929 
fibroblasts transfected with human renin gene. Furthermore, trypsin activation of prorenin resulted in 
immunoreactivity of the activated prorenin toward the antibody. In addition, an immunoaffinity column of 
Rl-20-5 coupled to Sepharose retained active renin but had a low affinity for prorenin. A sensitive and rapid solid 
phase radioimmunoassay for active renin was developed using a "sandwich" technique employing Rl -20-5 and a 
second non-active site-directed monoclonal antibody to human renin. Renin levels in human plasma samples were 
determined by the standard enzymatic assay, and by the direct radioimmunoassay for active renin, before and 
after trypsin activation. Trypsin treatment of plasma resulted in parallel increases in both the plasma renin 
enzymatic activity and in the plasma active renin concentration as measured by the direct radioimmunoassay. 
Overall, plasma immunoreactive active renin concentration correlated significantly with plasma renin enzymatic 
activity (r = 0.96, p less than 0.001). In summary, the monoclonal antibody Rl-20-5 is selective for human active 
renin and should be a very useful tool for studies of the active enzyme in humans. 
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We have identified and characterized an anti-human renin monoclonal antibody 
R 1-20-5 that is selective for human active renin. Rl-20-5 binds active renin with a 
dissociation constant (Kd) of 2.5 x 10(-7) M/l and inhibits renin enzymatic activity 
with an inhibitory constant (IC50) of 1 .4 x 10(-8) M/l. Rl-20-5 competes with a 
synthetic renin inhibitor for binding with renin, demonstrating further that it is 
binding to or close to the active site. This antibody does not bind prorenin in human 
plasma or recombinant prorenin expressed by L-929 fibroblasts transfected with 
human renin gene. Furthermore, trypsin activation of prorenin resulted in 
immunoreactivity of the activated prorenin toward the antibody. In addition, an 
immunoaffinity column of Rl-20-5 coupled to Sepharose retained active renin but 
had a low affinity for prorenin. A sensitive and rapid solid phase radioimmunoassay 
for active renin was developed using a "sandwich" technique employing Rl-20-5 
and a second non-active site-directed monoclonal antibody to human renin. Renin 
levels in human plasma samples were determined by the standard enzymatic assay, 
and by the direct radioimmunoassay for active renin, before and after trypsin 
activation. Trypsin treatment of plasma resulted in parallel increases in both the 
plasma renin enzymatic activity and in the plasma active renin concentration as 
measured by the direct radioimmunoassay. Overall, plasma immunoreactive active 
renin concentration correlated significantly with plasma renin enzymatic activity (r = 
0.96, p less than 0.001). In summary, the monoclonal antibody Rl-20-5 is selective 
for human active renin and should be a very useful tool for studies of the active 
enzyme in humans. 
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